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Sunum Plani
* Neden?

« Kimde?

* Nasil?

 Ne kadar?



Confirmation of diagnosis if necessary
Symptom control & modifiable

risk factors (see Box 2-2)
Comorbidities

Inhaler technique & adherence
Patient preferences and goals

] GINA 2024 - Adults & adolescents

12+ years

Personalized asthma management
Assess, Adjust, Review
for individual patient needs

Symptoms
Exacerbations
Side-effects
Lung function
Comorbidities §
Patient satisfaction W8

Treatment of modifiable risk factors

and comorbidities

Non-pharmacological strategies

Asthma medications including ICS (as below)
Education & skills training

: ; | I l STEP 5
I a STEP 4 Add-on LAMA
: STEP 3 Medium dose Refer for assessment
: AELIEVER . maintenance of phenotype. Consider

ER and STEPS1-2 Low dose \CS-formoterol high dose maintenance
Using ICS-formoterol as the As-needed-only low dose ICS-formoterol maintenance ICS-formoterol,
reliever* reduces the risk of ICS-formoterol + anti-IgE, anti-IL5/5R,
exacerbations compared with anti-IL4Ra, anti-TSLP
using a SABA reliever, and is a 3 -
e e n e S e b bt RELIEVER: As-needed low-dose ICS-formoterol
STEP 5
STEP 4 Add-on LAMA
| | STEP 3 Medium/high dose Refer for assessment
STEF 3 o dosa maintenance of phenotype. Consider
TRACK 2: Alternative ints ICS-LABA high dose maintenance
cC LER and RELIEVER STEP 1 Low dose fgasnL:nea:ce ICS-LABA, + anti-IgE,
Before considering a regimen Take ICS whenever maintenance ICS 3 anti-IL5/5R, anti-IL4Ra,
with SABA reliever, check if the SABA taken anti-TSLP
panontis el i adhere.fo:dally RELIEVER: As-needed ICS-SABA", or as-needed SABA

controller treatment

Add azithromycin (adults) or

»Basamak
yaklasimi»

2 i . Medium dose ICS, or Add LAMA or add LTRA" b 3
Law d;‘f ’S,SR‘);W”":‘; i‘;ﬁ; é‘i’;;’" add LTRA, or add or add HDM SLIT, or switch | 399 LdTRA d:’ lals. "’dsm
or daily ora SOM SLIT fo high dose ICS-only consider adding low dose

OCS but consider side-effects

AGES 12+ YEARS: STEPWISE APPROACH FOR MANAGEMENT OF ASTHMA
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Short acting Bagonists as required (unless using MART) — consider moving up if using three doses a week or more




Hastalar Hangi Basamakta?

24%

High intensity
treatment
= high dose ICS-LABA

or medium dose
ICS-LABA + OCS)

17%

difficult-to-treat asthma
= high intensity treatment
+ poor symptom control

3.7%

® severe asthma

= high intensity treatment
+ poor symptom control

+ good adherence and
inhaler technique

Supplemantal Figure 3. Treatment steps in the study group.
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n =443 (25.6%) n = 388 (22.4%) n = 694 (40.1%)

Hekking PPW, J Allergy Clin Immunol. 2015;135(4):896-902
Celik GE, J Asthma. 2023;60(11):1973-1986 4



Neden Basamak Cikalim?

Atak
riskleri

EVERYTHING




Hangi hastada
basamak
cikalim?

Semptom kontrolsuzse;

ACQ semptom
>0.75 skoru = ATAQ >1

1-2 puan

AKT <20

Son 1 yilda =21 yatis gereken,
=2 OKS gereken atak
gecirmisse



Basamak CHECKLIST
Cikmadan Once

v Inhaler teknik ve uyumu
v'Tani dogru mu
v'Komorbiditeler

v Tetikleyiciler

v'llag yan etkileri

RN




Astim tedavi

basamagi
citkmayi
dusunelim




Nasil Cikalim?

High dose ICS/FOR
Additional therapies

(LAMA, phenotypic
treatments)

Medium dose
ICS/FOR*

Primary care and
other physicians

RELIEVER specialists/
Pediatricians
THERAPY

A
‘ Low dose IC5/FOR*
MAINTENANCE y W
AND ANTI- el
T I*mm'wm ey

Allergy and

‘ Immunology
ngh dose ICS}‘LHM specialists or
severe asthma
Addmﬂnal therapies center
Medium-high dose (LAMA, phenotypic
ICS/LABA treatments)

FIXED DOSE

THERAPY whenever SABA is
taken**

Low dose ICS** or ICS

4
‘ Low dose ICS/LABA
4 r

RELIEVER: As needed short acting B2 agonist

*preferred in patients with exacerbations, **Patients’ compliance should be closely monitored.

Celik GE, Thorac Res Pract. 2023; 24(6): 309-324



Meta-Analysis > JAMA Netw Open. 2022 Mar 1;5(3):e220615.

doi: 10.1001/jamanetworkopen.2022.0615.

Evaluation of Budesonide-Formoterol for
Maintenance and Reliever Therapy Among Patients
With Poorly Controlled Asthma: A Systematic Review
and Meta-analysis

Richard Beasley ' 2 3, Tim Harrison # °, Stefan Peterson ©, Per Gustafson 7, Angus Hamblin 8,

Step 4

Step 3 Orta doz
IKS/Formoterol
(idame ve kurtarici)
Dusuk doz
IKS/Formoterol

(idame ve kurtarici)

Agir alevienme
riskini %29 azaltir

doz IKS/LABA,

eginde SABA
IKS/LABA,

eginde SABA

1950 Stepped up in treatment level in comparator arm

10262 Patients in pooled ITT analysis

» 98 Excluded (no GINA data or no GINA step 3 or 4)

v

10164 Patients with data regarding GINA classification and patients
with GINA step 3 or 4

- 3808 Excluded (ACQ <1.5)

v

6356 Patients with ACQ 21.5

> 1493 Excluded (lack of data for comparison)

v

4863 Patients for comparison of stepping up or remaining at the same
GINA treatment level

v

(GINA step 3)

v

781 SMART

v

1169 GINA step 4

1130 GINAstep 3
1783 GINAstep 4

¥

1296 SMART

1CS-LABA maintenance

+SABA

SMART vs step up to GINA step 4
No. exacerbation, No./total No. (%)

v

2913 Remained on same treatment level in comparator arm

b4

1617 GINAstep 3 and 4
ICS-LABA maintenance
+SABA

Decreased | Increased
risk of | risk of

Trial SMART GINA step 4 HR (95% CI) exacerbation | exacerbation
AHEAD10 29/371(7.8) 38/373(10.2) 0.77(0.48-1.25) _—
COMPASSE  29/372 (7.8) 84/774(10.9) 0.71(0.46-1.08) —a—
Pateletal® 5/38(13.2) 6/22(27.3) 0.45(0.14-1.49)
Total 63/781(8.1) 128/1169 (10.9) 0.71(0.52-0.97) -——-—
01 05 1 2
HR (95% CI)
SMART vs same GINA step 3 or 4
) Decreased : Increased
No. exacerbation, No./total No. (%) risk of . risk of
Trial SMART GINA step 3 or 4 HR (95% Cl) exacerbation exacerbation
AHEAD10 40/327 (12.2) 61/348(17.5) 0.67(0.45-1.00) E
COMPASSS 41/333 (12.3) 108/681(15.9) 0.77(0.53-1.10)
Patel et al,? 13/46 (28.3) 21/48 (43.8) 0.62(0.31-1.23)
SAKURA12 35/251(13.9) 38/215(17.7) 0.77(0.49-1.22)
SMILE1! 42/339 (12.4) 58/325(17.8) 0.64(0.43-0.96)
Total 171/1296 (13.2) 286/1617 (17.7) 0.70(0.58-0.85) —
01 05 1 2

HR (95% CI)

P value
.30
11
19
.03

P value
.05
15
17
.26
.03
<.001



Add-on
Tedaviler

Non-farmakolojik;

Sigara birakma

Hava kirliliginden kaginma
Alerjenden kaginma
Fiziksel egzersiz

Saglikh beslenme

Kilo verme

Mukus temizleme
influenza asisi

Nefes egzersizleri
Duygusal stres yonetimi

Komorbidite ve risk
faktorlerinin tedavisi;

Refll tedavisi

Sinuzit, rinit tedavisi

OSAS tedavisi

Anksiyete, depresyon tedavisi
Beta-bloker kaginma

Aspirin, NSAI kaginma

11



3-5. basamakta, mevcut IKS ek olarak

* Anti-IgE
« Anti IL-5, IL-5R
Add _On * Anti IL-4/1L-13
Tedaviler « Aspirin desensitizasyonu

Fenotip spesifik olmayanlar;

 LAMA (step 4-5)

* LTRA (step 3-5)

« DUsuk doz OKS (step 4-5)
* Azitromisin (step 5)




Yuksek doz IKS mi LAMA mi?

Kisa sureli (3-6 ay)
yuksek doz IKS/LABA

dusunun Hastane yatisi, acil
servis basvurusu, astim
kontrolu, astimla iligkili

Orta doz IKS/LABA alan yasam kalitesi uzerine
hastaya tiotropium | etkileri benzer
eklenmesi, IKS dozunun |
Iki katina c¢ikariimasiyla
karsilastirildiginda;

LAMA eklenen grupta
FEV1 0.1 L daha iyi

Evans DJW, Cochrane Database Syst Rev 2015 Jul 21;2015(7):CD011437

13



LAMA Eklenmesi

S

. En az orta doz IKS gecilmeli
Dusuk doz IKS/LABA'ya

LAMA eklenmeden once; ya da

MART gecilmeli

Dusuk veya orta doz IKS/LABA karsi IKS/LAMA'y1
destekleyen yeterli kanit yok

Orta doz IKS,ye L ABA veya Orta ila siddetli astim alevlenmelerinde

o azalmaya yol actig!
LAMA eklenmesmln; IKS dozunda artisin bunu yapmadigi
Sobieraj DM, JAMA 2018; 319: 1473-1484
Baigel R, Clin Exp Allergy. 2024 Sep;54(9):647-650

14



Oral Kortikosteroid Eklenmesi

« Dusuk doz OKS (<7.5 mg/gun prednizon esdegeri)

« Agir astimda, zayif semptom kontrolu ve/veya sik alevlenmeleri olan
yetiskinler icin

» Mevcut biyolojik urunler de dahil olmak uUzere diger ek tedavilerin
denenmesinden sonra

Chung KF, Eur Respir J 2014; 43: 343-373 15



Meta-Analysis > Eur Respir J. 2019 Nov 28;54(5):1901381.
doi: 10.1183/13993003.01381-2019. Print 2019 Nov.

Does maintenance azithromycin reduce asthma
exacerbations? An individual participant data meta-
analysis

Sarah A Hiles 7 2, Vanessa M McDonald 3 2 4, Michelle Guilhermino 2 %, Guy G Brusselle & 7,

4 \
. . .- Asthma - 0
Azitromisin (haftada Uc¢ kez,
500 mq), en az 6 aylik tedavi
L Noneosinophilic | PY
asthma
- h -
Orta-yUksek doz IKS/LABA'ya o
ragmen semptomatik yetiskin . ¢
hastalarda
.
p g Severe asthma - @
Alevlenmeyi azalttigi - T o 97 os o9 1o
bulunmu ' ' Riosr ol
S IRR (95% Cl) - _»
L ) Favours Favours

azithromycin placebo



LTRA
Eklenmesi

IKS’ye LABA eklenmesinden daha az etkili

LABA yan etkisi olan hastalar icin bir secenek

Basamak 3-5’te IKS/LABA’ya eklenmesi,
NERD hastalarinda ozellikle onerilir

Montelukast ile noropsikiyatrik olumsuz etkilerle
lgili endiseleri not edin

17



Ne kadar sure basamak cikalim?

s/ DL

GUNLUK KISA SURELI UZUN SURELI
(1-2 HAFTA) (EN AZ 2-3 AY)



Multicenter Study > J Investig Allergol Clin Immunol. 2021 Apr 20;31(2):145-150.

doi: 10.18176/jiaci.0470. Epub 2019 Dec 13.

Factors Affecting the Success of Step-up Therapy in
Patients With Moderate-Severe Asthma: A Real-Life

Study

J Delgado ', E Martinez-Moragén 2, T Fernandez-Sanchez 3

« Cok merkezli, retrospektif kohort

e 1254 hasta

Table 1. Main Clinical Reasons for Performing Step-up?

Reason

Daytime symptoms >2/wk
Limitations in daily activities
Exacerbations

Nighttime symptoms/awakenings
Pulmonary function

Rescue therapy needed >2 times/wk
Asthma control test

Other

Bronchodilator reversibility testing
FeNO

Total

Abbreviation: FeNO, fractional exhaled nitric oxide. 2Data were

unavailable for 2 patients.

No.

437
243
146
131
111
92
57
15
14
6
1,252

%
34.9
19.4
11.7
10.5

89
73
4.6

1.2

1.1
0.5
100

Table 3. Factors Associated With Successful Step-up

Factor P Value®
Male sex <.001
Lower age® 011
Lower BMI (<25, 25-30, >30) .007
<2 respiratory comorbidities <.001
Lower severity (moderate, severe) <.001
Less time since diagnosis (< or >10y) 012
Lower prechange treatment step (step 3 to 6) 001
Lower postchange treatment step (step 3 to 6) <.001
Less time with clinical worsening before the change

(<3 mo, >3 to <6 mo, >6 to <12 mo) .039
Absence of exacerbations <.001
Absence of daytime symptoms (<2 times/week) <.001
Absence of nighttime symptoms <.001
Absence of limitations in daily activities 001
Well-controlled asthma according to ACT or ACQ <.001
Higher FeNOP .006
Postchange ICS/LABA combination <.001
Smoking 647
Allergic asthma 069
Age at diagnosis (< or >40 y) 387
FEV.% predicted (<60, 60-<80, >80) 691
Rescue needed (< or >2 times/wk) 508
Bronchodilator reversibility testing (+ or — result) 125
Eosinophilia (< or >300 cells/uL) 659
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